lncRNAs forms a part of the non coding part of human genome. This term denotes specific non coding RNAs with nucleotide length more than 200. They have been shown to affect various physiological and pathological processes within the human body. Of interest is their role in malignant transformation in several cancers. In this review, the role of lncRNAs in GI cancers namely pancreatic cancer, gastric cancer, hepatocellular cancer and colorectal cancer have been explained in brief. These lncRNAs have shown to be useful as a marker for detection and prognosis of various malignancies. They also have shown to have therapeutic potential. Various relevant lncRNAs in each section has also been mentioned.
Introduction
The human genome continues to baffle both scientists and doctors alike. It has been known for a long time that out of the total genome of 3000 Mb only 1% codes for all the proteins [1] . The rest which was earlier thought to be junk DNA is showing to have many previously unknown functions. One among these is the long non coding RNA.
The genome code from DNA is transcripted into RNA in its entirety, but only part of this RNA is translated into proteins. The rest constitutes what is called as non coding RNAs. These include ribosomal RNAs, ribozymes, transfer RNAs, small nuclear RNAs, small nucleolar RNAs and telomere associated RNAs [2] [3]. Non coding RNAs with length more than 200 nt have been termed as long non coding RNAs. Recent studies using microarray technologies have shown that lncRNAs play an important role in several aspects of malignancies. In this
Classification and Function of lncRNAs
There are many different criteria for classification of lncRNA. One of the earliest was based on genomic location by which it was classified into sense, antisense, intronic, intergenic and bidirectional [4] . Another classification is based on targeting mechanism-signal, decoy, guide and scaffold [5] . With the ongoing research and latest discoveries the list of lncRNAs is evergrowing. However, the classification system results in several overlapping and omissions [6] [7] . An ideal classification system is yet to happen. 
Role of lncRNAs in GI Cancers

Pancreatic Cancer
Pancreatic cancer (PC) is one of the leading causes for cancer related deaths in US and the 5 year survival rate is around 5% [20] . The key to management of PC is early diagnosis and hence it is imperative to have better diagnostic and prognostic markers. The currently used markers include CA19-9, CA242 and CEA [21] . These markers have the down side of not being specific to PC. lncRNA provides a unique opportunity in early diagnosis of PC without invasive testing. The potential lnc markers with relation to PC include HOTTIP-005, XLOC_006390 and RP11-567G11.1 [22] . Detection of salivary levels of HOTAIR and PVT1 provide an attractive non invasive technique towards detection of PC [23] . Also few lncRNAs have shown to correlate with the clinical characteristics and prognosis of patients. For example increase in levels of HOTAIR has shown to be a negative prognostic factor [24] . Other similar prognostic markers include AFAP1-AS1, BC008363 and MALAT-1 [22] [25] [26] .
LncRNAs are breaking new grounds in treatment of PC. Gemcitabine is one of the commonly used drug in therapy of PC. However, few patients have shown to have resistance against this therapy. Study of such patients using microarray have shown that few of lncRNAs are upregulated in these patients. Levels of HOTTIP, PVT1 and MALAT-1 were found to be raised [27] [28] [29] . Therapeutics based on regulating the levels of these lncRNAs could prove vital in making chemotherapy more effective. Another novel therapeutic technique is based on lncRNA H19. Currently in phase 1/2a, BC-819 has been used in patients of unresectable PC. BC-819 is a double stranded DNA plasmid and is injected under CT/USG guidance [30] . A list of lncRNAs found to important in pancreatic cancer is given in the table below ( Table 1) . Out of these lncRNAs HOTAIR and MALAT-1 has been found to be more important with relation to pancreatic cancer.
Gastric Cancer
Of all malignancies, gastric cancer is the fourth most common cancer worldwide. It is also the third most leading cause of deaths caused due to cancer [51] .
As in all cancers, early detection has a good prognosis for gastric cancer also because the 5 year mortality for advanced cancer is only 30% -50% [52] . Of late [50] numerous studies have shown that non coding RNAs play an important part in proliferation, migration and invasion in gastric cancer.
The role of lncRNAs in the pathogenesis of tumor is exactly not known. They are thought to influence the final gene product by several mechanisms like DNA methylation and chromatin modification [53] . LncRNA HOXA11-AS was found to be overexpressed in gastric cancer by doing a microarray profile. Also increased level of HOXA11-AS was associated with poor prognosis [54] . Another finding by Xu et al. was that low level of FENDRR was associated with poor prognosis and that elevated levels reduce cancer metastasis [55] . A list of lncRNAs found to important in gastric cancer is given in the table below (Table   2 ). Like many other malignancies, HOTAIR has shown to be important in gastric cancer also. Studies have shown that specific variation in HOTAIR is associated with increased risk for specific cancers. A study by Mulong et al. [56] showed that SNP rs4759314 was associated with significantly increased risk of gastric cancer. This could act as a potential bio marker to predict increased susceptibility to cancer.
Hepatocellular Carcinoma
Hepatocellular carcinoma (HCC) is the second leading cause mortality due to cancer in the world [72] and the incidence rate is on an increase. Delay in diagnosis is the major factor affecting mortality. It is imperative that newer biomarkers be found for early diagnosis and prognostic assessment of HCC. An exact understanding of pathogenesis of the tumor will help to evolve new [71] treatment and diagnostic methods. lncRNAs has emerged as an interesting prospect for same. It has been found that epigenetic changes are more common in HCC than in other cancers [73] . Also lncRNA is one of the main culprits responsible for these epigenetic alterations.
Major HCC related lncRNAs are H19, HOTAIR, HULC and HOTTIP. They have been shown to be involved in various functions like proliferation, apoptosis, invasion and metastasis. H19 has shown to act like an oncogene and enhances the tumorigenic potential of HCC cells [74] . However, there are other studies showing that H19 acts as a tumor suppressor [45] . Without any doubt H19 has shown to be closely involved with HCC progression and also it has a linear correlation with AFP levels [75] . It can be used as a marker in addition to AFP levels.
Another marker shown promise is HOTAIR. It regulates silencing of HOX locus [31] and has been found to be overexpressed in HCC tissues [76] [77]. The specific expression of these lncRNAs allow for its detection in bodily fluid. An example is elevated levels of HULC in HCC patients as compared to control [78] . A list of lncRNAs found to be important in hepatocellular cancer is given in the table below (Table 3) . Another lncRNA which has been found to be more specific for HCC is LINC01225. In a study conducted by Wang et al. [79] , this specific lncRNA was found to be overexpressed in cases of HCC and was also confirmed by in vivo animal studies. LINC01225 acts by increasing level of epidermal growth factor receptor (EGFR) and its level can be measured in serum, thus making it an attractive future biomarker.
Colorectal Cancer
Colorectal carcinoma (CRC) has been known to be affected by epigenetic and genetic mutations as classically described in the adenoma-carcinoma sequence by Fearon and Vogelstein [87] . The adenoma carcinoma sequence describes the orderly progression of normal epithelium to carcinoma. Each step is associated with specific mutations involving specific pathways. Each of these pathways has shown to have specific lncRNAs associated with it. The first lncRNA shown to have a role in CRC was endogenous H19 gene reported by Hibi et al. [88] .
lncRNA may be the future biomarkers for screening, diagnosis, prognosis and also therapy for CRC [89] . One of the promising methods for susceptibility screening is to check for single nucleotide polymorphism (SNP) in lncRNA region. For example lncRNA CCAT2 maps to genome 8q24. A SNP rs6983267 is related to this genome and is linked to CRC oncogenesis, progression and prognosis [90] .
Another role for lncRNA is in the early diagnosis of CRC. The modality of choice at present is periodic screening by colonoscopy which is both invasive and time consuming. A non invasive blood test could be helpful in easy screening of CRC. lncRNA (LIT1/KCNQ1OT1) was found to be increased in tumor samples as compared to normal tissue [91] . Other potential biomarkers include elevated level of hypomethylated CAHM in plasma and elevated CCAT1 in fecal and blood samples [92] .
lncRNA is also being looked upon to be a prognostic marker. lincRNA-p21, ncRAN and Loc285194 has shown to be useful for this purpose [93] All these markers were significantly lesser expressed in tumor sample as compared to normal tissue. The most interesting prospect is the use of lncRNA as a therapeutic modality. BC-819 is a treatment targeting H19 and has shown to decrease tumor growth in vivo [96] [97] . A list of lncRNAs found to be important in colorectal cancer is given in the table below (Table 4) . Among these lncRNAs, MALAT1 has shown to be useful for targeted therapy against colorectal carcinoma. A study by Qing et al. [98] explored the effects of resveratrol on colorectal cancer. It was found to inhibit invasion and metastasis by down regulating 
Conclusion
The future of lncRNA holds much promise. It could be the key in understanding the pathogenesis of various tumors. It will definitely play a major part in diagnosis and prognostication of various cancers as has been evident in the review above. We have just scratched the surface when coming to the therapeutic utilization of lncRNAs. Several developments are required to further this study of lncRNA like high throughput RNA seq, RNA imaging and a better understanding of the interaction of lncRNA to RNA and DNA. Further in depth studies and analysis is required to truly unlock the potential of lncRNAs.
